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Title: 

ISOXAZOLE DERIVATIVE HAVING AMIDE BOND AND CHYMASE INHIBITOR 
AND SUPPRESANT FOR ANGIOTENSIN II PRODUCTION CONTAINING THE 

PROBLEM TO BE SOLVED: To produce the subject new compound, comprising amide 

bonds and useful as a chymase inhibitor or a suppressant for the angiotensin li 
production. SOLUTION: This compound is represented by the formula (A and B are each 
an aromatic hydrocarbon and substitutable with a halogen, an alkyi, OH, an ailcoxy, etc.; 
X is H, a halogen or an alky) [except 5-methyl-3-(2- chlorophenyl)-4(3-chloro-4- 
fluorobenzoyl)hydrazinocarbonyl-isoxazole], e.g. 5- methyl-3-(2-chloro-6- 
fluorophenyl)-4-(2-(2,4-dimethylbenzoyl)-1hydrazi nocarbonyl)- isoxazole. The compound 
represented by formula is obtained by reacting a benzoic acid ester with hydrazine, 
providing a benzoic acid hydrazide and then reacting the resultant compound with 
isoxazolecarbonyichloride having an aromatic hydrocarbon group at the 3-position. The 
compound is effective in prevent and treating dermatoses, inflammatory reactions, 
hypertension, cardiac insufficiency, arteriosclerosis, etc. 
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Utl ] 

X 

^■^Y-jmmi^ C ffl t , 5-^ f-;l--3- (2- P o 7 X - 
;i')-4-(3-^' DD-4-7;i'Ji-0'^y/^ /H-t YvVJij 

[iMi«2 3 ixo-ati^d) 

... 

X 

v-rya, *^^>atmi.i-3(ic7)«-(:'ffii§nT 
[11*315] m^2-^A(r)\^^Kt^--m.mL<m 

[0001] 

fiSt-w- -r ^ ^ -7 — tf ifflsmix 7 y 7f -r y y 1 1 a^b 

[0002] 

m%(r)mh\ Tviy-^i-y'yyw (WT. Angii iog 
■5. CiOi^'SrAngii (Tj^^j'Jt^avS-ltJiiSJliUDaE^'C^ 



^^iOiSSd^oTfeOs Angll S:S±-ri)»Sry>'' 

jTryi^y^mPs^ (mcEfcB&-r) ^oifl^flij, fiPt>A 

%^BiX%fz, tfz. Angll «ilflLl=(^Jife«^lfill=T 
[0003] Aiigll iOa^SmcoVi-Cafif*. ACE CO 

;^A>'Ty>^'^Tyv-y I (JaTAngitB&f) SrAiigii t 

L. ftjfi, ACE J3l-t:AngIS:AngII IC^^tSffittSrilr 
7'>-y7 r 5 iJ-tEt.|.-fe y7°Dr7— fe'T'S) O . 

wmmiizi: ':.xmmi}m^j:hztm-j*^':>x\'^^ (scie 

nee 271^ 502-5051:19%:^-) , b h, -^/l/. , A 
A7.;5'-c7)df-7-^^■{i;Angl2rAngll (cSS^-tSvSttSrW 
-7>^^cO^-7—fe{iAngIS: Angll tS! 

[0004] Zo:)X d 1 1 bTllACE (-fifc#L^:l\ ^ 

t hc7);i:.l|i^ lt«^-Cm$itl.AngII WSfJti 
ACEf :Sr< , Jf-7-HflCj:|)i(5DT'J)l.i:t'>3C:!:*^'?g 
^^h.X\'^6 (J. Biol. Chem. 265^ 22348-22357 M 
1990 ^) , *>^C. ^-7— fe'JiAngll J.WCt.3 5'^^'t 
-■ <f<0?§tt-ft;tCtM4LTV%|> (J.Biol. Chem. 269^ 
18134-18140 M 1994 , 

[0005] ^V— Ir'^ttMWtpaST-^ SEIiA^n 
{f, vIcOACE tlftl^L^I-^Angll coS^kSrjTpSK'g'l.i 
t*>/i>. ACE PlSF^JfcJittitC. $>l.t^«i»fflL-C, An 

[0006] ittc, t fem«jitc«sc#it 

^■7—^i,zmr-th h<Dt^lihilh. 'C,«T'C7)AnglI 

my-?h'j "/9:^M^\,zxh't^mm^r^) y^-^j:m 
mhtih. ^•7-^mmw.i:iixC:>cr>=fmkxm><z^ 

[0007] =5f v-Hfioia»i;Ri-ri.#iti: LTW09325 

574(ttillAPFIZER INC.), W09604248(tiiP.ASUNT0RY LT 
D) . .IP 312354/94 (|±iP.AWAKAMOTOLTD) . W0%33974(ttl 
HATHE GREEN CROSS CORP.)A%|.. PFIZERINC. c^fL"^ 

mi^ri-v^tX'hh. 

[0008] SUNTORY LTD 0-)\t-^Mzr>\-^X^t . ^COit 
-5Tl^l)^Sg14A*3^>l.. WAKAMOrO LTDcO-fL-^*!»{cW LT 
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X'hh. THE GREEN CROSS CORP. C?>ft;^!|?9(CML-C{4. 
[0009] 

[00 10] 

i O^'n-iiy/U^rh hO^v— t'(?)cDNAJ:fflV%Tffi 
^m;c«shh-^-7— b'^llsll^L-, f <:o^«att^f§Stc 

^L<ftfflt-I=l.::i:«4, URATA h (J. Biol. 

Chen. 268^ 24318-24322 H 1993 ^) ^MURAKAMI ^> 
(J. Biol. Oien. 270^ 2218-2223 H 1995 ^) \,Z^ 

(1) , 
[00 1 1] 

[^1:3] 

A 

X 

[00 121 (^+, Aat^'B{4|5]-S/c«4M^|.^S 

v-a. rihos, j^r/s. *»4>s{i'<x-&i~3Bos 

t'S^L.-Ci>J;v^. : X«47K*, Anyy, r;P^;l-a 

y^^-ty-yHi^lS* Cflt. 5-;<f->'U-3-(2-:5'Da 
7 s.-)V)-^-{y-9'au-\-V)Vi!Vi^W^ ;l.)-b H 5 
i.V;^yL';K-;l'-^ y^df-9-y'-;l-S:l^< D 2:tS«-fl. 

I.. 

[0013] flieE^i: LTW, =>r^— b'PIW^Pi, T>- 



connyy)!^, 1 - 3coryl^Jf/l-- 

s. 7iy^>-a, -hos, i^Tj^mx^^ixx 

I,. Xi: LttivR-^, ta^, 7 ysi^WNoyyAiiit 
TiaO, 7/^^;^-SiL•C^i^»ii^l--3^7)t,^r);^,SJ; 

[0014] *ISBfl^OE^cO^Stl«^t L-C»t Lwfb 
•^tth LTti, 5-;<f-;P-3-(2-:7DD7i^;W-4-(3- 
-7on-4-7;l'^o'<.yy^;l')-t K5>'V:!&/P7K-^P- 
y:^^-ty-^k 5-;<^;P-3-(2-^'DO-6-7/I/yJ-n 
7x-;i^)-4-(4-.x h^v"<.yy'-<;L-)-t Yv^JJijiv 
;jf-;i/-f y;r^-ty'-;i-^*W^>ii'?.. 

[0015] *i6HB«or 5 Kfs^^-w-ri.-^ y^^-9-y 

-¥m<ry-m. ( i ) <r>\t-^Mz^\.x<m^ 
[0016] siSyL— h t fcti, wm^'^'&n^ 

J: 0 . HRst ( 1 ) «or 5 h'fe^SrW-r-g.-^ y^r^tfy 

[0017] #gPa't-<^Rjfe^(*<4, itSKi: LT, ^' n 

b^tFD7 7y, yxf-yi/x-r/l-, it^^xf-;!/, 
df-^-y, T-feh-h'J/u, ^9J-)V. '^y-tr'y, x^? 
y-/i/, ft!?. r-fehyS:ffli^i.<o**asLv\ aeia 

[0018] -eil-fixWRJESIST', ttSRiCtc 
M-^L^i^tflia tFD^>-. 7.;P*- 

/l'. x;lx7'f-;l^, -MVfjyv. 7S.JKct:) (i, 3i'«- 
^»<50*l5tc J: o TffiiS-ri. ^ i; *^'t-l= I . iS«KC4c 

^mitmzm^xmnm^kh^mmx, tztm 

ar^Ph ^ji—rx -fy :^-:^'~y9 i/y-^l/ 
X (Protective groupes in organic synthesis) (Gre 
enl=. Joiin Wiley 8; Sons. Inc. (1981^) ] m\Z^ 

^ixxK-^h mm.z cfc o T fiia-r h^t tm^xh h , 
[ 0 0 1 9 ] i^c, ■m.^ti-Tzifwmw.-^Mzny^x 

J: -p T . ct 0 Ji6#'SrJgt'*^0fl<7).ft-^!t^^ JlXt#t-|. ^ i: 
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[0020] ±ieoj; 0 i.zLx\%hixfzt^^m'mt^ 

fcv^T. mismmcomw^mzMtm-^ii. i~ 

mmi'kmm.b txa, mm. mmi m 
m. nr-tm. %wsL<\.imm<r)mB^zLxm 

[00 2 1 ] ttz^hiz^ ^j^<r>ttmni?L-^t6zb 

mib LTfflv^i>ii^ai, ^%mx'mmi:m^-ti>i\L 
■^m^immmmt lx . mmmmt^^t t-c^ 
I.. 

[ 0 0 2 2 ] , I < mmaik^(<zm t /c* 

mtfztmm^. ^ C:>m^tfdmmmMmizmy^ 
htLmm-mm^ , ^mnxmrnm^ti^-?- 
■mmm^rwrntitiMzm^^h z t ifix-t 

Tii-^vyy^jo-jv, ^mmm. ^us. ^yj^-e 
(r)msmkzm^hti^mmwi,ii^x. ^wnx-mm: 

tfz*). msmwmtfzummmt tx^mmm 

tlx. m'Mm^^izbii^x^i. 

[ 0 0 2 3 ] ^ *^BJ^T■■fll^t^ss-rl)=^-e-^f 

m^z. mizmtxm<r)mMbLx-m^j:m-!>^. mm 

[0 0 24] mm. mm. ttz\t^r 
■t)vmmmti%^i>z{t. immmti:5-^mm. 

ii^tc{±. mm%m^i'-'msL%<m^x'^^^ 
[0025] mu'ik^-<r)m-^. ^Mzn 

L}Mmmb LX . -a O lOO-lOOOngSn^flg 

thmmtivK L-b-*Lt£ifih. mm-^. mm 

tc J: o xmmi.H-m.imm^ ^hZbhXhh. mlKn 

*?6BH(7)^-7-4fPis^j{i, 1 B 1 m&^■^,■^^x'hh 
i}^. mm!mi2^3mi,zmx^^tizb^>x'^ 

[ 0 0 2 6 ] $ immb Lxm^-^i-i^^ui. ± 

lEW^^^t IX . ^iZ^ L 1 ®htz Oft 1 ~^100in 



mk^. hh^M. .^Mmi,zxhnmtk^xn^j:ozb 
ifsjmx'hh. =5rtJ. mmmmiz:^m<r>it^m 
^^im^izii. ±M(^ii.mmm.x-m^^i z bifixt 
^^^\,m<^mm<fAkH-mzmh. 

[00271 

mzmMhf^. im^fm^Mzia.(:,\izWM.^f^h i 

[00281 mm\ 5-^ ^/P-3-(2-:? o P-6-7;W 

i^uy x.=~)V)-^-{2-^2A-y ■^&)V^y'r■i ;W-l-hH 

2,4->'";^^;l--S.e.#lg^^^l^xXx/K1.98 g, 12.1 mni 
oi) ?--f yrDyv-;K40 ml) tSTKhH^ 

>'y(0.5g. 1.3 eq)$-SP;c, SS^^^UCo f§*S?:@ 

M)*(1.55g. 78%)^i#/Co Z<r>lA-J^'i')V^n^^ 
t K7>''H(216 ig, 1.2 mmol)Srt''iJ>>X2 nil)tc?§fl¥ 
L , 5-^ ^/l/~3- (2-^00-6-7 /UtTd 7 X -4-< 
V^^-9-V-yt';<r;l/.-K-;l'^'0 7^ H(0.3 g, 1.1 nmo 

1) iut. -^mzx-i^ms^Uz. mmi^iAk 
\z. mm:mm:!^^Mz\mL. i^mmm. 5%m. 

«ft^!ri!ii^aMSfB(o.3o g. 68%) mfz> 

[00291 NMR : 'H (270MHz: CDC13: 27) C 2.3 
0, s, 6H; 2.78. s, 3H; 7. 12-7. 28. m, 2H; 7.31-7.56, 

m, 4H; 8.64, br-s, IH; 9.29, br-s. IH 
MS:[M + H]* It^(i402.10 ^1111402 

[0030] 5-^^/l^-3-(2-^'nn-6-7;U 
:ta 7 X ri;L')-4-(2. 3-i^'^ ^}V^y\rA )V)-\. F ^ -J 

mm\bwm)mzi.^x. 2.y'y^i-i\/iiMmm 

t H^v'H (216 mg. 1.3 mmoDJ: ^mMcO'tt^cOB^ 

ItM^l (0.32 g, m)^nt:. 

[003 1 ] NMR: 'H (270MHz: CDC13: 27) C 2.6 
7, s, 6H: 2.75. s, 3H: 7.03-7. 29, m. 4H: 7.38-7.56. 

m, 2H: 8.33. br-s. IH: 8.62, br-s. IH 
MS:[M + H]* l+^fi402.10 ll)»JfI402 

[0032] mmm3 5-;<f-yL'-3-(2-;700-6-7;P 
07 x^;i.-)-4-(4-7/P5r p^yy-f M-t YyVJ 

mmm i b mmcr>iimi>z}: r,x . 4-7;P7fD^s#iSb 

h'5i^'K(161 mg, l.Ommol) J; 0RII<?)-ft-^*!!KOafeja 
^8(0. 35 g. 86%) ^Wz, 
MS: [ IVH- W ] • it-W-fi392 .06 ^iHllfl 3 9 2 
[0033] mmA 5 ->>• -1-;P-3-(2-^' oa-6- 
7;p7fn7 x-;l-)-4-(3-7;L';tn'<.yy-f /P)-h Yv 



Patent provided by Sughrue Mian, PLLC - littp://«vww.sughrue.cani 



(5) 



i^m^l 1-1479 



H7i''H(203 mg, 1.3iiuib1) J; O^IHi^-ft-^I^J^^^e^^ 
b«b(0.22 g. 51%)*t#/;:. 
MS: [M + H]* it®:ii392.06 ^Saii392 
[0034] mmm5 ^-^ ^;t~3-(2-7 00-6-7;l- 

5rp7 i-;i^)-4-(2-7^p5rp'^y/>f ;w-t vvi^j 

■mm 1 1 J; o T . o-7;^7r aS.g.#iSt 

h'7J^'K(203 mg, l.Binol) J: ')«IIO'fl:^??!I<?)efefe 
a(0.20 g. Ml) Srtffc, 
MS: [ M + H ] * H-i:ii392. 06 ll)Biifi392 
[0035] ■mimi> 5->< f-yl-3-(2-:? D^-6-7;l.- 
^^7 X -;P)-4-(4-;< ^;P'<.y V-< )V)-\l K 7 i'V:* 

HtfeM 1 1 |5)«<7):(rffi J: o T , 4-^ t F 

^v-'HUSTnig, l.Oniraol) i i)Sgi^O-(t^1^JiOa-fej^S 
(0.37 g. 91%) ^W^. 

MS : [M + H] * H-S:ffl388.0S IISSfl388 
[0036] mm\l 5-;^^;U-3-(2-:?an-6-7;l^ 
D 7 i -;i/)-4-(3-;< f-;Kyy-^ /W-h l>' 5 i^V;!? 

mm\ 1 1 |al««:^ffitci -9 T , 3-^ ^/L-^a-Sigt K 
^v'FdS? mg, l-Ommol) X.^^mj:r>\Y.^'%<r)'^^^m 
(0.24 g. 59%) ^Wz, 

MS: [M + H]* itff€388.08 IISM388 
[0037] f-;P-3-(2-:? aa-6-7;l-- 

jj- n 7 i -;P) -4- (2-^ y W ;W - h F 7 j^V 

HitfifJiJ 1 1 |Bl«c':):^ffit J: -o T , 2-^ ^/i^-S-S.S^t F 
7i/'H(157 mg, l-Ommol) J: 0*«i<50-fl:-&^%coafe^M 
(0.21 g. 52%) 5:#7t. 

MS:[M + H]* It.»(i388.08 01)111388 
[0038] lltegi|9 5-;< ^yl--3- (2-;' n a-6-7;P 
:t O 7 i -;U) -4- (3 . 4- i/A V V-f ; W - h H 7 i^' 

HiWJl i:PI«c^:^-}£t::j;-5T, 3.4-i^';<^yl/^.i.SK 
t H7i>K(216nig, 1.3iniiiol) J; O^SI^Oft-^ifMc^efe 
^^(0.31 g, 71%) ^%fz. 
MS: [ M + H ] * imil402. 10 Ililfi402 
[0039] mm 1 0 5-;<f-yi'-3-(2-^'nn-6-7 
/l-^r a 7 X -yl-) -4- (2, 5->'';< ^)V<.yYA )V)-\z Y 7 

■mm 1 1 [5l«t7):ft-)£(c i o t , 2, ^;i^.f.#K 
t K 7 i^' K (216 mg, 1. 3 mmol ) J; OSSIB^O-fL-^^lD^Oafe 
j^.Pb(0.15 g. 35%) timtz, 
MS: [ M + H ] ♦ fmffi402. 10 I^!»lfi402 
[0040] W^m 1 1 5-.Xf-;P-3-(2-^oa-6-7 
/P:jra 7 x-;l/)-4-(3. 5-i^.^< ->;U'<>-yM lV)-t. K 7 



mm\ 1 1 [5lttc7):;Ti£tc J; . 3. 5->^>< ^/P^f.SiS 
h K7vH(216 018,1.3 mmol) J: "O^mn^f^^cr^U^ 
^^(0.23 g. 52%) ^%rz, 
MS: [ M + H ] • I|-S:ii402 . 10 ^iHi402 
[004 1 ] jlifigH 1 2 5-;^f-;U-3-(2-i5' nn-6-7 

■mm 1 1 Ii«c7):^j£t J: o t . 4-;^ h =>f ^^-g.Si? t 
H 7 i^' H ( 170 mg . 1 . Ommol ) J; 0 ft:-&?l!)<?) S-MS 
^b(0.31 g. 75%) SrffJt, 
MS:[M + H]* ffWi404.08 Ililfl404 
[0042] mm\ 1 3 5-^ f-7P-3-(2-^' □0-6-7 
a 7 X -yl. ) -4- (4-A-f F n ^ v '^^ y y >f M - 1 K 

i?h h-7>''H(160 mg.l.O mmol) i; O^li^TJ^fb-^fteDS 
^b^b(0.14 g. 34%) ^Wz, 
MS: [M + H]* lfS:fi390.07 ^i!lfi390 
[0043] mm\ 1 4 5-;< -t;l.~3-(2-^' no7 x- 
;l/)-4-(3-^'DC-4-7;k:tD'<-yy-^/l^)-t F^vV;^? 

y^j-^ify-yp^^i^ 

MSf?i| 1 l3l«c7):^iSt J: . 3-^? pn-4-7;i-jro 
^-&#Kt F7i^'F(226 mg, 1.2 imnoDtS-^^/l^B- 

(2-^^ nn7 x-;W-4-^ y ?rJf -9-y-;i^;!7;WH<-;P^' 
n^-f F(0.28 g, 1.1 iiui)ol)J:0*li<^fli-&!t^<oa^ 

n1i(0.32 g.72%)$:#f^. 

[0044] NMR: Ul (270MHz: CDC13: 27) C 2.8 
0, s, 3H: 7.18. t, J=9.0Hz, IH; 7.46-7.70. m, 5H: 
7.85, dd, J=6.8Hz, 4.4Hz, IH: 8.10. br-d. J=5.9Hz. 

IH; 9.11. br-d, J=5.90Hz, IH 
MS: [ M + H ] * ttSffi408. 03 Iiai|ffl408 

[0045] ■mm\ 5 5-;< f-;l/-3- 7 X :i;U-4-(4- 

mmm 1 1 ii«<7):^ffit j; . 4-^ ^/p^ESi^t f 

7>''F(180mg, 1.2minol) i:5-;><^y|.-3-7x-;l.-4-^ 
Vyt^fV-tl-^^fl^Tf^-ll-^Viy^ F(0.30g,1.4 naol) 

MS: [M + H]* fhS[|1336.14 Il}iffl336 

[0046] mmmi e 5-^ -i-ji-3-y x :i/u-4-(3- 
y-ypc^^^ 

F5'>''F(180 mg, 1.2ramol) i:^^COit'^Va<^i^^m 

(0.28 g, 71%) imc, 

MS:[M + H]* thi[|i336.14 ^}Blli336 
[0047] 1 7 5- A f-;P-3-7 X -;P-4-(4- 

mmm 1 5 1 isi«<7):^ffic i ^ -c, 4-.x f 



Patent provided by Sughnie Mion, PLLC - httpJ/www.8ughrue.cotn 



(6) 



mm^f-l 1-1479 



mmm i - 1 7 T'i^i^ixtzit-^mi^ 1 cc75t, 

[0048] 
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t F5>''K(200 mg, 1.2iiiii»l) ^'^^<r>\t'^<r)tii^ 

^^8(0.32 g. 76%) i%fz, 

MS:[M + H]* It^ffi352.13 Ili!lfi352 



(7) 
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£1 (DlSi (2) 



mmm 




A 


B 


X 




// 


T 








OH 

V 






1 


T 














// 


■9 


// 




// 


•5 





[005 3] t hJfV-Hfc7)«§14{ilO%DMSOtCfcl^ 

t LT, ^^mit-^^ ( 1 ) S-^il', 10%DMSO£O 

v\ i<^df^— t:attt«t'&*IIWI:-&!fi ( 1) Srir 

rS-tt*^'50%^t1i'>-ri.i (1 ) coiS 

ffi^^VotO, IC50(i (#(4M) tL/v;. 
[0054] :^^mt-^^ (1) cot y-^-?—i£l>zm- 

si5aw^si±$:ic5oii (#(aivi) x'^2i,z^Ltc, 

IC50(i(ilDiM OTT'^. D - t h Jf t'vSttSrPa* L 

/i, . h 'jrv-ytcMti. ( 1 ) 

c7)IC50ji{iV^-fitt>linM X'h-^tz. U-oX. *IKfl-fb 

I.. 

[0055] 
[^2] 



[0051 ] mmmi *^Bfl(b-&fti^t h b't 

^Wm^ ( 1 ) «0t h^f v-HflflS^SttJiOTcoJ: 

[00 5 2] 0.4 #(4 ( l#(4«i:l#f^(cipinolc?:)r>- 
i;^?r r y i^yi i S- r y i/':^r y y i (;>i^-r s ^-7 

— b'OP-^vStt) (Dt h=3f V— ^r"$r0.75lIlM^O-&)SaKX 
- ;p-r 7 T 7 -;U-7'o ij 7 X -yl/T 7 - 
y-p-=.hX2r~^) YiWS.t LT. O.lnM 7&^^>lmM (7) 
*?6Bflt18ji^a^^S-fl:-&!|^ ( 1 ) «^?f«T, 37-CT' 
S:)£$-tJ:?"c« p-:ihar-ijyc04l^tl:$:405nm T'iOiJS 

250inM Tris-HCl. IM KCl, O.OIZ TritonX-100(pH8 ) X' 

j>ofc, ^rfc, ■^mx-m^^im'rs.irhit-^ ( i) ti 

o ) xm% Lfz h(r>iRmMzy\mmwt i.:it\,zx 

oT, fk*§W{C10%DMSOtC-CRtES:t5.:^*>-t/i. 
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>1000 
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>1000 






>1000 
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>1000 




300 


>1000 
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>1000 
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>1000 
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>1000 
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>1000 
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300 


>1000 
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>1000 




1000 


>1000 




1000 


>1000 
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1000 


>1000 



10 0 5 6] immi m^m 

UzntX. 0.5% CMC-Na?t?Kt!gffiU 

X , fflft lOOmg/kg ^ 1 H im , 2'M^^zhfz-^XW^L 

[00571 IIMfi^J 1 4 i^ft^iHjSrS-^ LJtWT'Ji , 



[00583 

1 4 O^t^lflj lOOmg 

XTT'J>'iS-77'^^>'>-A BOmg 

h HnJ{-^7°ohVM^yP-fe;l^n-;^ 2iiig 

^-tfUxf-l^y^^yn-zl^ O.Smg 

nm'^f^K><Dim& 2oonig) 

[0059] 

S«iJ<i, ^Sfv— tiiHRa<):5:a»^lHffl^^L, Angll l,zm 

mt^^mmB.(ombrtmizm^^hixmmb tx ^ 
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